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I claim: 

1 1 . A method for detecting or detcraiining the interaction of a first CFTR 

2 polypeptide with a second CFTR polypeptide^ said method conqwising; 

3 (a) providing a first polynucleotide encoding a fusion protein con^sing all or 

4 a portion of a first CFTR polypeptide and a DNA binding domain of a transcriptional 

5 activator that can bind to a site on a detectable gene; 

6 (b) providing a second polynucleotide encoding a fixsion protein comprising all 

7 or a portion of a second CFTR polypeptide and a transcriptional activation domain of a 

8 transcriptional activator that can activate transcription of said detectable gene; 

9 (c) incorporating said first and second polynucleotide into a host cell coirq^rising 

1 0 said detectable gene wherein transcription of said detectable gene is under control of said 

1 1 transcriptional activator; 

12 (d) expressing said polynucleotide encoding said first CFTR polypeptide and said 

1 3 second CFTR polypeptide under conditions in which said detectable gene is expressed 

14 when said first CFTR polypeptide and said second CFTR polypeptide interact; and 

1 5 (e) detecting transcription of said detectable marker gene or expression of the gene 

16 product of said detectable gene. 

1 2. The method according to claim 1 , wherein said host cell is a yeast cell. 

1 3. The method according to claim 2. wherein said yeast cell is Saccharomyces. 

1 4. The method according to claim 1 , wherein the host cell is a mammalian cell 

1 S. The method according to claim I. wherein said CFTR polypeptide is a 

2 mammalian CFTR polypeptide. 

1 6. The method according to claim 1 , wherein said CFTR polypeptide comprises 

2 amino acid residue 35 1 throu^ 650 of the human CFTR protein sequence. 
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1 7. The method accoxxlmg to claim 1 , wherein said detectable gene is selected from 

2 the group consisting of lacZ, LEU2 and HIS3, 

1 8. The method according to claim 1> wherein said DNA binding domain 

2 comprises the DNA binding domain of GAL4 protein. 

1 9. The method according to claim 1, wherein said transcriptional activation 

2 domain conxpiises the transcriptional activation domain of GAL4 protein. 

1 10. The method according to claim 1 , wherein said CFTR polypeptides are mutant 

2 CFTRpolypq>tidcs. 

1 11. The method according to claim U wherein said QTRpoIypqi^ 

2 a mutation in the first nucleotide binding domain (NBDl). 

1 12. The method according u> claim 10, wherein said mutant CFTR polypq>tide 

2 contains a AFS08 mutation. 

1 13. The method according to claim 1 , wherein said CFTR polypeptide is a wild 

2 type CFTR polypeptide. 

1 14. A method of identifying a compound that &cilitates interaction of CFTR 

2 polypeptides, said method comprising: 

3 (a) contacting a host cell with said confound, wherein said host cell conxprises 

4 a polynucleotide encoding a fiision protein con^rising all or a portion of a first CFTR 

5 protein and a DNA binding domain of a transcriptional actiyiator that can bind to a site 

6 on a detectable gene, and a polynucleotide encoding a fusion protein comprising all or a 

7 portion of a second CFTR polypeptide and a transcriptional activation domain of a 

8 transcriptional activator that can activate transcription of a detectable gene, wherein said 

9 host cell further comprises said detectable gene wherein transcription of said detectable 

10 gene is under control of said transcriptional activator. 

1 1 wherein said first and second CFTR polypeptides comprise a mutation that reduces or 
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prevents interaction of said fusion proteins; 

(b) expressing said polynucleotide encoding said first CFTR polyp^tide and said 
second CFTR polypeptide under conditions in which said detectable gene is expressed 
when said first CFTR polypeptide and said second CFTR polypeptide interact; and, 

(c) determining whether said detectable gene is expressed in said host cell at a 
level greater dum the level of expression obs^ed in said host cell in the absence of said 
compound. 

15. The method according to claim 14, wherein said host cell is a yeast cell. 

16. The method according to claim IS. Aniierein said yeast cell is Saccharon^es. 

1 7. The method according to claim 14, wherein fhe host cell is a mammalian cell. 

18. The method according to claim 14. wherein said CFTR polypeptide is a 
mammalian CFTR polypeptide. 

19. The method according to claim 14, A^erein said CFTR polypeptide conqirises 
amino acid residue 3S1 through 6S0 of fhe human CFTR protein sequence. 

20. The method according to claim 14, wherein said detectable gene is selected 
from the group consisting of lacZ, LEU2 and HISS. 

21. The method according to claim 14, v^erein said PNA binding domain 
comprises the DNA binding domain of GAL4 protein. 

22. The method according to claim 14, wherein said transcriptional activation 
domain con^rises the transcriptional activation domain of GAL4 protein. 

23. The method according to claim 14, wherein said CFTR polypeptides are 
mutant CFTR polypeptides. 
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24. The mefliod according to claim 14, wherein said CFTR polypeptide comprises 
a mutation in the first nucleotide binding domain (NBDl). 

25. The method according to claim 23, wherein said mutant CFTR polypeptide 
contains a AFS08 mutation. 

26. The method according to claim 14, wherein said compound is present in a 
plant and said host cells is contacted with a tissue san^le fix>m said plant 

27. The method according to claim 26. wherein said tissue sanq>le is a leaf disc 
from said plant. 

28. The method according to claim 14, wherein said host cell is contacted with 
a sample present or absorbed on a filter paper disc. 

29. The method according to claim 14, wherein increased growth of said host 
cells is used for determining whether said detectable gene is expressed in said host cells 
at a level greater than the level of expression observed in said host cells in the absence 
of said confound. 

30. The medxod according to claim 14. wherein said CFTR polypeptide is a wild 
type CFTR polypeptide. 

31 . The method according to claim 14, wherein said con^und is selected from 
the group consisting of a polypeptide or a biologically active fragment thereof an 
antibody or antigen binding fragment tbereol^ and a polynucleotide. 

32. A method for detecting or detnroining the interaction of a first CFTR 
polypeptide with a second CFTR polypeptide, said metfiod comprising (a) providing a 
fusion protein comprising all or a portion of a first CFTR protein and a DNA binding 
domain of a transcriptional activator that can bind to a site on a detectable marker gene; 
(b) providing a second fusion protein comprising all or a portion of a second CFTR 
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6 polypeptide and a transcriptional activation domain of a transcriptional activator that can 

7 activate transcription of the detectable marker gene; (c) contacting said first fusion protein 

8 and said second fusion protein under conditions where if said first fusion protein and said 

9 second fusion protein interact then said interaction causes said transcriptional activation 

10 domain to activate transcription of said detectable marker gene; and (d) detecting 

1 1 transcription of said detectable marker gene or e?cpres$ion of the gene product of said 

12 detectable marker gene. 

1 33. The method according to claim 32, wherein said host cell is a yeast cell. 

1 34. The method according to claim 33> wherein said yeast cell is Saccharomyces. 

1 35. The method according to claim 32» wherein the host cell is a mammalian cell. 

1 36. The method according to claim 32, v^iorein said CFTR polypeptide is a 

2 mammalian CFTR polypeptide. 

1 37. The method according to claim 32, wherein said Ci- i k polypeptide comprises 

2 amino acid residue 3S 1 through 6S0 of die human CFTR protein sequence. 

1 38. The me&od according to claim 32» wherein said detectable gene is selected 

2 fi^om the group consisting of XwcZ, LEU2 and HIS3, 

1 39. The method according to claim 32, wherein said DNA binding domain 

2 coxi4>ri5es the DNA binding domain of GAM protein. 

1 40. The method according to claim 32, wherein said transcriptional activation 

2 domain comprises the transcriptional activation domain of GAL4 protein. 

1 41. The method according to claim 32, wherein said CFTR polypeptides are 

2 mutant CFTR polypeptides. 
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1 42. The method according to claim 32, wherein said CFTR polypeptide comprises 

2 a mutation in the first nucleotide bmding domain (NBDl). 

1 43 . The method according to claim 41 , wherein said mutant CFTR polypeptide 

2 contains a AF508 mutation. 

1 44. The method according to claim 32» wherein said CFTR polypeptide is a wild 

2 type CFTR polypeptide. 

1 45. A host cell comprising a polynucleotide encoding a fiision protein comprising 

2 all or a portion of a first CFTR protein and a DNA binding domain of a transcriptional 

3 activator that can bind to a site on a detectable gene and a polynucleotide encoding a 

4 fusion protein comprising all or a portion of a second CFTR protein and a transcriptional 

5 activation domain of a transcriptional activator that can activate transcription of said 

6 detectable gene. 

1 46. The host cell according to claim AS, wherein said host cell is a yeast celL 

1 47. The host cell according to claim 46, wherein said yeast cell is Saccfuxromyces. 

1 48/ The host cell according to claim 45, wherein the host cell is a mammalian 

2 cell. 

1 49. The host cell according to claim 45, wherein said CFTR polypeptide is a 

2 mammalian CFTR polypeptide. 

1 SO. The host cell according to claim 45, wherein said CFTR polypeptide 

2 comprises amino acid residue 351 through 650 of the human CFTR protein sequence. 

1 SI . The host cell according to claim 45, wherein said detectable ^ne is selected 

2 &om the group consisting of lacZ, LEU2 and HISS. 
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1 S2. The host cell according to claim 45, wherein said DNA binding domain 

2 comprises the DNA binding domain of GAM protein. 

1 53. The host cell according to claim 45, wherein said transcriptional activation 

2 domain comprises the transcriptional activation domain of GAL4 protein. 

1 54. The host cell according to claim 45, wherein said CFTR polypeptides are 

2 mutant CFTR polypeptides. 

1 55. The host cell according to claim 45, wherein said CFTR polypeptide 

2 comprises a mutation in the first nucleotide binding doxnain (NBDl). 

1 56. The host cell according to claim 54, wherein said mutant CFTR polypeptide 

2 contains a AF508 mutation. 

1 57. The host cell according to claim 45, wherein said CFTR polypeptide is a wild 

2 type CFTR polypeptide. 

1 58. A method for treating a person afflicted with cystic fibrosis, said method 

2 comprising providing or administering to said person an effective amount of a compound 

3 that restores or enhances dimerization of CFTR polypeptide or the exit of CFTR 

4 polypeptide from endoplasmic reticulum of a cell. 

1 59. The method according to claim 58, wherein said compound is provided by 

2 gene therapy of said person. 
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